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DETAILED ACTION 

The amendment dated 5-9-08 is acknowledged. 

Claims included in the prosecution are 1-5, 7-16 and 55-67. 

Claim Rejections - 35 USC §112 
1. Claims 1-5, 8-16, 60-62 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. Applicant amends claim 1 to define 
the vesicles as having an inner membrane and a separate outer membrane and a 
pharmaceutical payload encapsulate within the inner membrane of each of the said 
vesicles. A liposome by definition is a bilayer structure and multilamellar liposomes have 
multiples of bilayers and unilamellar liposomes have a single bilayer, but none of the 
liposomes have three layers. That is one inner layer surrounded by a bilayer. The 
lipophilic active agents sequester within the bilayer of the lipophilic phospholipids and 
hydrophilic active agents sequester within the aqueous interior and the aqueous 
medium separating the bilayers in a multilamellar liposomes. Lipophilic active agents do 
not selectively sequester within the inner layer of the bilayer structure. Instant claims 1 
and 61-62 exactly indicate such a structure. Instant specification does not teach how to 
accomplish these structures and how to selectively sequester the active agent in the 
inner layer of the bilayer structure. 
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2. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

3. Claim 5, 55-56 and 63-67 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

It is unclear whether the limitation in parenthesis in claim 5 is indeed the 
limitation. 

Applicant's arguments have been fully considered but are not persuasive. 
Applicant argues that the phrases in parenthesis are part of the claimed subject matter 
and would be understood by those of ordinary skill in the art. This is not persuasive 
since it is unclear how one can understand the connection between cholesterol and 
ovine wool and lipid A and salmonella Minnesota. Applicant has not provided any 
evidence. 

Claim 55 is confusing. It recites, "a means for encapsulating said pharmaceutical 
payload in a center of vesicles disposed within". What does the term, 'means' convey in 
this context? A solvent for the payload? How many centers does the vesicle have? 
Claim Rejections - 35 USC § 102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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5. Claims 1-5, 7-8, 10-15, 60 and 61 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Hsu (5,653,996). 

The amended claims require two layers in the vesicles, the inner layer and an 
outer layer. According to instant claim 1 , the active agent is within the inner membrane 
of each of the vesicles. The term, 'within the inner membrane' can be interpreted in two 
ways. Since the within the inner membrane is the "aqueous core", the hydrophilic active 
agent is in the aqueous core or a lipophilic active agent is within the inner membrane 
itself. 

Hsu discloses liposomal formulations containing phosphatidylcholines and 
phosphatidylglycerol in a buffer solution. The active agents include both water soluble 
and water insoluble active agents. The compositions further contain a surfactant, Tween 
which is considered as a solvent besides aqueous medium which is necessary for the 
formation of a liposome structure (abstract, col. 4, line 52 through col. 6, line 35, col. 9, 
lines 28-35, examples and claims). The apparatus in Hsu produces both multilamellar 
and unilamellar liposomes. Although Hsu does not specifically teach the viscosity of the 
compositions, since instant claims only recite that the viscosity be less than 5 
centipoise, it is the examiner's position, in the absence of showing otherwise, that the 
compositions of Hsu posses the claimed viscosity. The intended use has no significance 
in composition claims. Since there is aqueous layer between bilayers of multilamellar 
liposomes, the water soluble active agent would be present in the aqueous layer 
between the bilayers besides being in the aqueous core of the liposomes meeting the 
requirements of instant claim 61 . 
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Applicant's arguments have been fully considered, but are not persuasive. As 
pointed out above, lipophilic (water insoluble) active agents sequester in both layers of 
the lipophilic phospholipids making up the bilayered liposomes in Hsu. Instant claim 
language 'comprising' does not exclude the lipophilic active agent sequestering also in 
the outermost layer of the bilayer. Since Hsu teaches water soluble active agents, they 
sequester within the aqueous core of the liposomes in Hsu reading on the second 
interpretation of the claim. The reference still reads on instant claims. 
6. Claims 1-5, 7-15 and 60-61 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Schlossmann (4,976,964). 

Schlossmann discloses liposomal dispersions of Nifedipine and dihydropyridines. 
The phospholipids include phosphatidylcholine and phosphatidylserine. The 
formulations include glycerol (solvent) and buffers. The sizes of the liposomes are 50- 
100 nm (Col. 3, lines 20-51 and examples). Although Schlossmann does not 
specifically teach the viscosity of the compositions, since instant claims only recite that 
the viscosity be less than 5 centipoise, it is the examiner's position, in the absence of 
showing otherwise, that the compositions of Schlossmann posses the claimed 
viscosity. The intended use has no significance in composition claims. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant argues that Schloomann expressly teaches water-soluble substances are 
enclosed in the aqueous inner volume of the vesicles rather than a water insoluble 
payload as claimed. These arguments are not persuasive since as pointed out above 
instant claims read both ways. Even assuming that instant claims read on water 
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insoluble pay load, Schloomann on column 2, lines 18-22 clearly states "If the 
compound is lipid-soluble, like dihydropyridine derivatives, it can be incorporated in the 
lipid membrane, in contrast to water-soluble substances which are enclosed in the 
aqueous inner volume of the vesicles on (in) the preparation of liposomes". 
Furthermore, on col. 1, lines 37-40, Schloomann clearly states that dihydropyridines 
have poor water solubility. The reference still reads on instant claims. 

7. Claims 1-3, 5, 7-8, 12-15 and 60-61 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Waldrep (5,958,378). 

Waldrep discloses liposomal formulations containing cyclosporin. The 
phospholipids include phosphatidylcholine (abstract, col. 5, lines 25-36, Examples and 
claims). Although Waldrep does not specifically teach the viscosity of the compositions, 
since instant claims only recite that the viscosity be less than 5 centipoise, it is the 
examiner's position, in the absence of showing otherwise, that the compositions of 
Waldrep posses the claimed viscosity. The intended use has no significance in 
composition claims. 

Applicant provides no specific arguments for this rejection. As pointed out above, 
instant claims can be interpreted in two ways and the reference of Waldrep still reads on 
instant claims. 

8. Claims 1 -5, 7-8, 1 0-1 2, 1 4--1 5 and 55-56, 63-64 are rejected under 35 
U.S.C. 102(b) as being anticipated by Wallach (5,160,669). 

Wallach discloses paucilamellar vesicles containing the insecticide within the 
central cavity (abstract, col. 1, examples and claims). Wallach discloses further mineral 
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oil which is a humectant (Table 2). The reference meets the requirements of instant 
claims. 

Claim Rejections - 35 USC § 103 

9. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

10. Claim 16 is rejected under 35 U.S.C. 103(a) as being unpatentable over Hsu or 
Schlossmann or Waldrep cited above. 

The teachings of Hsu, Waldrep and Schlossmann have been discussed above. It 
is unclear from these references whether the compositions contain claimed amounts of 
vehicle, vesicle forming component and the payload. Assuming that the amounts are 
different, it is deemed obvious to one of ordinary skill in the art to use desired amounts 
of the phospholipids to form required population of liposomes and suspend them in a 
suitable amount of vehicle. Since the amounts of the active agent depend upon the 
condition to be treated, this parameter is deemed to be a variable parameter. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant's only argument is that to support a rejection of claim, the examiner must 
begin by identifying whether, how and where each of the limitations of the claim is 
taught or suggested by the cited prior art. The examiner points out claim 16 merely 
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recites the amounts for the components in generic terms and as pointed out above, the 
examiner has already shown how the prior art meets the requirements of instant claims. 

1 1 . Claim 65 is rejected under 35 U.S.C. 103(a) as being unpatentable over Wallach 
(5,1 60,669) cited above in view of Handjani (4,608,21 1 ). 

The teachings of Wallach have been discussed above. What is lacking in 
Wallach is the inclusion of antifoaming agents, rheology adjusting agent and pH 
adjusting agents. Such an inclusion however, with a reasonable expectation of success 
would have been obvious to one of ordinary skill in the art since the reference of 
Handjani shows the routine practice of adding an antifoaming agent in liposomal 
compositions (col. 4, lines 1-15). 

12. Claims 66-67 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Wallach (5,160,669) cited above in view of Schlossmann (4,976,964). 

The teachings of Wallach have been discussed above. What is lacking in 
Wallach is the inclusion of rheology adjusting agent and pH adjusting agents. Such an 
inclusion however, with a reasonable expectation of success would have been obvious 
to one of ordinary skill in the art since the reference of Handjani shows the routine 
practice of adding buffers and glycerol in liposomal compositions (col. 3, line 27 through 
col. 4, line 66). 

US 2008/0070944 which states that mineral oil is a humectant and Milne 
(5,958,463) which shows the common practice of the addition of antifoaming agent are 
cited of interest (0186). 
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1 3. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gollamudi S. Kishore, Ph.D whose telephone number is 
(571) 272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Krass Frederick can be reached on (571) 272-8373. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. 
Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 

/Gollamudi S Kishore, Ph.D/ 
Primary Examiner, Art Unit 1612 

GSK 



